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extension of time with the fee for a large entity of $920.00 U.S. funds making this 
response due August 21, 2002. If there is any deficiency or surplusage of the fees 
enclosed for the Extension of Time, please obtain any such deficiency or credit the 
surplusage to Deposit Account 08-3255 and advise Applicant's Agent. 

Please enter the following submissions: 

IN THE CLAIMS 

Please amend the claims as follows: 



r 

\ 1. (Twice Amended) A controlled-release Galenical preparation of 
pharmaceutically acceptable form of Diltiazem inc/uding the pharmaceutically 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the form of Diltiazem with excipients to provide # 
controlled (sustained) release of the form of DiLtiazem from the preparation for 
providing a Cmax of Diltiazem in the blood at between about 10 hours and about 15 
hours (Tmax) after administration of the preparation, the preparation being in a 
sustained-release dosage form in which the ytorm of Diltiazem is adapted to be 
control released after administration of the preparation over a period of time and 
being adapted to release the form of Diltiazei^ 

/ 

(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII a/ 100 rpm in 900 ml of water: 



(a) between about 1% and about 15% after 2 hours; 

(b) between about 7% and al/out 35% after 4 hours; 

(c) between about 30% and/ibout 58% after 8 hours; 

(d) between about 55% an/ about 80% after 14 hours; and 

(e) and in excess of abou/75% after 24 hours. 
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and/or (ii) into a buffered medium having a pH betvyeen about 5.5 and about 6.5, 
at the following rates measured using the method ofAJnited States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered mediuitt: 

(a) between about 1% and about 25% after about 2 hours; 

(b) between about 7% and about 45% after about 4 hours; 

(c) between about 30% and abou/ 68% after about 8 hours; 

(d) in excess of about 75% after about 24 hours. 

2. (Twice Amended) A controlled-release Galenical preparation of 
pharmaceutical^ acceptable form of Diltiazem including the pharmaceutical^ 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the forrry of Diltiazem with excipients to provide 
controlled (sustained) release of the form of Diltiazem from the preparation for 
providing a Cmax of Diltiazem in the blood at between about 10 hours and about 15 
hours (Tmax) after administration, the/ preparation being in a sustained-release 
dosage form in which the form of Diltiazem is adapted to be control released after 
administration of the preparation over p. period of time and being adapted to release 
the form of Diltiazem 

(i) into an aqueous medium at 
United States Pharmacopoeia No. ] 

(a) between about 4% and about 8% after 2 hours; 

(b) between about 16%f and about 21% after 4 hours; 

(c) between about 44% and about 52% after 8 hours; 

(d) between about 69% and about 76% after 14 hours; and 

(e) and in excess of about 85% after 24 hours; 



ye following rates measured using the method of 
(III at 100 rpm in 900 ml of water: 



-4- 



^j^j and/or (ii) into a buffered medium having a^$H about 5.8 at the following rates 
^ measured using the method of United States Dnarmacopoeia No. XXIII at 100 rpm in 




900ml of the buffered medium: 



(a) between about 4% ar^a about 15% after 2 hours; 

(b) between about 16% and about 30% after 4 hours; 

(c) between about 44% and about 62% after 8 hours; 
jCd) in excess of about 80% after 24 hours. 



18. (Fourth Amendment) The preparation dt claim 1, 2, 3 or 4 wherein the 
preparation comprises a plurality of mic/ogranules comprising a central core 
containing the form of diltiazem coated with a microporous membrane and the 
central core comprises Diltiazem or a /pharmaceutical^ acceptable salt thereof 
associated with a dissolution agent (omer than a wetting agent) to assist in the 
release of the form of Diltiazem from/ the preparation and wherein the dissolution 
agent is an organic acid selected from the group consisting of adipic acid, ascorbic 
acid, citric acid, fumaric acid, malic acid, succinic acid, tartaric acid [and the like] 
which permits the form of diltiazem to dissolve in gastrointestinal fluids when the 
microgranules pass into the higher pH regions of the gastrointestinal tract of the 
intestine at which pH diltiazem/is much less soluble. 



44. (Twice Amended) A controllefl-release Galenical preparation of 
pharmaceutically acceptable form of /Diltiazem including the pharmaceutically 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the form of Diltiazem with excipients to provide 
controlled (sustained) release of tpe form of Diltiazem from the preparation for 
providing a Cmax of Diltiazem in/the blood at between about 10 hours and about 15 
hours (Tmax) after administration of the preparation, the preparation being in a 
sustained-release dosage form' in which the form of Diltiazem is adapted to be 
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control released after administration of the preparation cfver a period of time and 
being adapted to release the Diltiazem / 

(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 



(a) between about 1% and about 15% after/2 hours; 

(b) between about 7% and about 35% af te'r 4 hours; 

/ 

(c) between about 30% and about 58% after 8 hours; 

(d) between about 55% and about 80% / after 14 hours; and 

(e) and in excess of about 75% after 2.L hours. 



and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the /method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 

(b) between about 7% and about 45% after about 4 hours; 

(c) between about 30*^ and about 68% after about 8 hours; 

(d) in excess of about 75% after about 24 hours wherein the 
preparation comprises a plurality joi microgranules, wherein each microgranule 
comprises a central core of the form of diltiazem or a pharmaceutically acceptable 
salt thereof, associated with a wetting agent, wherein the central core is coated with 
a microporous membrane and wherein the wetting agent is selected from the group 
consisting of: 

sugars; 

saccharose, mannitol/sorbitol; 
lecithins; 

C12 to C20 fatty acid/esters of saccarose,; 
xylose esters or xylites; 



/ 




polyoxyethylenic glycerrides; 
esters of fatty acids and polyoxyett^lene; 
sorbitan fatty acid esters; 

polyglycides-glycerides and p^lyglycides-alcohols esters and 
Metal salts. 




48. (Twice Amended) A controlled-release / Galenical preparation of 
pharmaceutically acceptable form of Diltiazen? including the pharmaceutically 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the form of Diltiazem with excipients to provide 
controlled (sustained) release of the form oi Diltiazem from the preparation for 
providing a Cmax of Diltiazem in the blood at between about 10 hours and about 15 
hours (Tmax) after administration of the /preparation, the preparation being in a 
sustained-release dosage form in whidy the Diltiazem is adapted to be control 
released after administration of the preparation over a period of time and being 
adapted to release the Diltiazem 
(i) into an aqueous medium at tlWfollowing rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 

(a) between about 1% and about 15% after 2 hours; 

(b) between about 7% ^nd about 35% after 4 hours; 

(c) between about 30Jo and about 58% after 8 hours; 

(d) between about 55% and about 80% after 14 hours; and 

(e) and in excess of about 75% after 24 hours. 

and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in/900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 



b^t 
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(b) between about 7% and about 45% af tep^about 4 hours; 

(c) between about 30% and about 68% cj/ter about 8 hours; 

(d) in excess of about 75% after atfout 24 hours, wherein the 
preparation comprises a plurality of microgranules, wherein each microgranule 
comprises a central core of the form of diltiazem Lx a pharmaceutical^ acceptable 

salt thereof, associated with a wetting agent, wherein the central core is coated with 

/ l ' 
a microporous membrane in which the core andymembrane comprise: 



(a) 

(b) 

(c) 

(d) 

(e) 

(f) 

(g) 

(h) 

(0 
0) 
(k) 



Diltiazem hydrochloride 
Microcrystalline cellulose 
Povidone K30 
Sucrose stearate 
Magnesium stearate NF 
Talc USP 

Titanium dioxide (USP) 
Hydroxypropylmethylcellulc/se 2910 
Polysorbate 80 (tween) 



% WAV 
69-73 
8-9.5 
1-2 
7-8 
0.5 - 2.5 
0.5 - 5.0 
0.15 - 0.3 
0.3 - 0.6 
0.01 - 0.025 



Simeticone C emulsion USP (dry of 30%)0.01 - 0.015 

a neutral copolymer of acrylic acid ethyl ester and acrylic acid methyl ester 
(dry of 30%) / 7-11 

J? urified w n tor USP jL 0 ("^ f™- mwing) 



50. (Twice Amended) A controlled^elease Galenical preparation of 
pharmaceutically acceptable form of Diltiazem including the pharmaceutical^ 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the/ form of Diltiazem with excipients to provide 
controlled (sustained) release of tfye form of Diltiazem from the preparation for 
providing a Cmax of Diltiazem in the blood at between about 10 hours and about 15 
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hours (Tmax) after administration of the preparation, the preparation being in a 
sustained-release dosage form in which the Diltiazem is Adapted to be control 
released after administration of the preparation over a period of time and being 
adapted to release the Diltiazem 
(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml of water: 

(a) between about 1% and about 15% after/2 hours; 

(b) between about 7% and about 35% aft^'r 4 hours; 

(c) between about 30% and about 58% ^fter 8 hours; 

(d) between about 55% and about 80%/after 14 hours; and 

(e) and in excess of about 75% after 24 hours. 



and/or (ii) into a buffered medium having a pH between about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 

(b) between about 7% ^nd about 45% after about 4 hours; 

(c) between about 30*$ and about 68% after about 8 hours; 

(d) in excess of ab<^ut 75% after about 24 hours, wherein the 
preparation comprises a plurality /of microgranules, wherein each microgranule 
comprises a central core of the form of diltiazem or a pharmaceutical^ acceptable 
salt thereof, associated with a wefting agent, wherein the central core is coated with 
a microporous membrane in whjfch the core and membrane comprise: 



(i) in the core, 
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(a) between about 50% and about 85% /% w/w of the total 
preparation) of Diltiazem or pharmaceutical]^ acceptable salt thereof; 
and 

(b) between about 2% and about 25°/<f wetting agent (% w/w of the 
total preparation); 

together with [suitable] adjuvants; and 

(ii) in the membrane, 

(c) between about 0.1% ana about 2% of the total preparation of 
water-soluble and/or water-dispersible polymer; and 

(d) between about 5% and about 20% (% w/w of the preparation) of 
a neutral copolymer of acrvlic acid ethyl ester and acrylic acid methyl 
ester, together with [suitable] adjuvants. 



52. (Twice Amended) A controlled-release Galenical preparation of 
pharmaceutically acceptable form of Diltiafeem including the pharmaceutically 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the form of Diltiazem with excipients to provide 
controlled (sustained) release of the foifrn of Diltiazem from the preparation for 
providing a Cmax of Diltiazem in the blbod at between about 10 hours and about 15 
hours (Tmax) after administration of/ the preparation, the preparation being in a 
sustained-release dosage form in Which the Diltiazem is adapted to be control 
released after administration of ticfe preparation over a period of time and being 
adapted to release the Diltiazem 
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(i) into an aqueous medium at the following rates measured using the method of 
United States Pharmacopoeia No. XXIII at 100 rpm in 900 ml M water: 

(a) between about 1% and about 15% after 2 hou/s; 

(b) between about 7% and about 35% after 4 ho/irs; 

(c) between about 30% and about 58% after 8 Jfours; 

(d) between about 55% and about 80% after /4 hours; and 

(e) and in excess of about 75% after 24 hou^. 

and/or (ii) into a buffered medium having a ppybetween about 5.5 and about 6.5, 
at the following rates measured using the method of United States Pharmacopoeia 
No. XXIII at 100 rpm in 900ml of the buffered medium: 

(a) between about 1% and about 25% after about 2 hours; 

(b) between about 7% and about 45% after about 4 hours; 

(c) between about 30% and /about 68% after about 8 hours; 

(d) in excess of about 7$% after about 24 hours, wherein the 
preparation comprises a plurality of mifcrogranules, wherein each microgranule 
comprises a central core of the form of ailtiazem or a pharmaceutical^ acceptable 
salt thereof, associated with a wetting agent, wherein the central core is coated with 
a microporous membrane in which the core and membrane comprise: 

(i) in the core, 

(a) between aboiA 69% and about 73% (% w/w of the total 
preparation) of Diltiazem or pharmaceutically acceptable salt thereof; 
and 



(b) between apout 7% and about 8% wetting agent (% w/w of the 
total preparation); 
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together with [suitable] adjuvants; and 
(ii) in the membrane, 

(c) between about 0.3% an^i about 0.6% of the total preparation of 
water-soluble and/or water-cuspersible polymer; and 

(d) between about 7% And about 11% (% w/w of the preparation) of 
a neutral copolymer of Acrylic acid ethyl ester and acrylic acid methyl 

Qcter^ tngothfr With [ci/ifaK1o] pHjiiypntc _____ _. 



54. (Amended) The preparation of claimA 10, 11, 12, 13, 14, 15, 16, 44 or 45 
wherein the preparation is a tablet and me tablet comprises microgranules in 
association with wax placebo beads which wax placebo beads serve to absorb the 
shock placed on the microgranules of Diltiazem during the tablet process, together 
with [suitable] excipients and adjuvant/. 



56. (Twice Amended) A controlled-release Galenical preparation of 
pharmaceutical^ acceptable form of Diltiazem including the pharmaceutical^ 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the form of Diltiazem with excipients to provide 
controlled (sustained) release of the form of Diltiazem from the preparation for 
providing a Cmax of Diltiazem in the^blood at between about 10 hours and about 15 
hours (Tmax) after administration/ of the preparation, the preparation being in a 
sustained-release dosage form in which the Diltiazem is adapted to be control 
released after administration o^'the preparation over a period of time wherein the 
preparation comprises a plurality of microgranules, each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
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and the central core comprises Diltiazem or pharmaceuticall/ acceptable salt thereof 
associated with a wetting agent in which the core and memjbrane comprise: 

(i) in the core, 

(a) between about 50% and abou^ 85% (% w/w of the total 
preparation) of Diltiazem or pharmaceutical^ acceptable salt thereof; 
and 

(b) between about 2% and abotyt 25% wetting agent (% w/w of the 
total preparation); 

together with [suitable] adjuvants; and j 

(ii) in the membrane, 

(c) between about 0.1% /and about 2% of the total preparation of 
water-soluble and/or water/ dispersible polymer; and 



(d) between about 5%/and about 20% (% w/w of the preparation) of 
a neutral copolymer of acrylic acid ethyl ester and acrylic acid methyl 
ester, together with [suitable! adjuvants. 



59. (Twice Amended) The preparation Jbf claim 56, 57 or 58 wherein the core 
and membrane comprise: 



(i) in the core, 
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(a) between about 69% and about 73°/<J (% w/w of the total 
preparation) of Diltiazem or pharmaceutically acceptable salt thereof; 
and / 

(b) between about 7% and about 8°/J wetting agent (% w/w of the 
total preparation); / 

together with [suitable] adjuvants; and / 

(ii) in the membrane, / 

(c) between about 0.3% and about 0.6% of the total preparation of 
water-soluble and/or water-dispersible polymer; and 

(d) between about 7% and about 11% (% w/w of the preparation) of 
a neutral copolymer of, acrylic acid ethyl ester and acrylic acid methyl 
ester, together with fsuitap le] adjuvants. 



60. (Twice Amended) A controlled-refease Galenical preparation of 
pharmaceutically acceptable form of Diltiazem including the pharmaceutically 
acceptable salts thereof, [suitable] for evening dosing every 24 hours containing from 
about 120 mg to about 540 mg of the form of Diltiazem with excipients to provide 
controlled (sustained) release of the form of Diltiazem from the preparation for 
providing a Cmax of Diltiazem in the blood at between about 10 hours and about 15 
hours (Tmax) after administration of the preparation, the preparation being in a 
sustained-release dosage form in Avhich the Diltiazem is adapted to be control 
released after administration of the preparation over a period of time wherein the 
preparation comprises a plurality of microgranules, each microgranule comprising a 
central core containing the form of diltiazem coated with a microporous membrane 
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and the central core comprises Diltiazem or pharmaceutical!^ acceptable salt thereof 
associated with a wetting agent in which the core and membrane comprise: 

(i) in the core, 

(a) between about 50% and about/ 85% (% w/w of the total 

/ *" 

preparation) of Diltiazem or pharmaceytically acceptable salt thereof; 
and 

(b) between about 2% and about ^5% wetting agent (% w/w of the 
total preparation); 

together with [suitable] adjuvants; and 

(ii) in the membrane, 

(c) between about 0.1% and/ about 2% of the total preparation of 
water-soluble and/or water-dispersible polymer; and 

(d) between about 5% and aboiit 20% (% w/w of the preparation) of a 
neutral copolymer of acrylic acid ethyl ester and acrylic acid methyl ester, together 
with [suitable] adjuvants wherein the corefand membrane comprise: 



% W/W 

(a) Diltiazem hydrochloride / 69-73 

(b) Microcrystalline cellulose (Avice/l phl01)8 - 9.5 

(c) Povidone K30 / 1-2 

(d) Sucrose stearate (crodesta F15Qf) 7-8 

(e) Magnesium stearate NF / 0.5 - 2.5 
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(f) Talc USP 

(g) Titanium dioxide (USP) 




^jfo (h) Hydroxypropylmethylcellulose 2910 
(i) Polysorbate 80 (tween) 

(j) Simeticone C emulsion USP (dry of 3p%)0.01 - 0.015 

(k) a neutral copolymer of acrylic acid/ethyl ester and acrylic acid methyl ester 

(dry of 30%) / 7-11 
Purified water USP / 0 (used for mixing). 



61. (Amended) The preparation of claim 36, 58, 59 or 60 wherein the preparation 
^| is a tablet and the tablet comprises microg/anules in association with wax placebo 
beads which wax placebo beads serv/ to absorb the shock placed on the 
microgranules of Diltiazem during tf^e tablet process, together with [suitable] 
excipients and adjuvants. 



No new subject matter has been added. 

REMARKS 

Claims 1 to 110 remain in the Application. 



Applicant acknowledges the Examiner's indication of allowable subject 
matter, namely Claims 48, 49 and 60 if re-written to overcome 35 U.S.C. §112, second 
paragraph, rejections. 

Claim Rejections - 35 U.S.C. § 112 



The Examiner has rejected Claims 48, 49 and 60 under 35 U.S.C. §112, second 
paragraph. Applicant has amended the claims in order to remove the term 



